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Cleocin® Vaginal Ovules

cllndTn'wcln phosphate vaginal suppositorles
1

FOR INTRAVAGINAL USE ONLY

DESCRIPTION

Clindamycin phosphate Is a water-solub
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le ester of the semisynthetic antibiotic produced by a 7(S)-

chloro-substitution of the 7(R)-hydroxyl group of the parent antiblotic lincomycin. The chemical name
for clindamycin phosphate Is methyl 7-chioro-6,7,8-trideoxy-6-(1-methyi-trans-4-propyi-L-2-pyrro-
lidinecarboxamido)-1-thlo-L-threo-a-D-galacto-octopyranoside 2-idlhydrogen phosphate). The mono-

hydrate form has a molecular weight
structural formula I represented bel
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olecular formula is C,gH3CIN,0gPSeH,0. The

CLEOCIN Vaginal Ovules are semisolld, white to off-white suppositories for intravaginal administration. |

CLINICAL PHARMACdLOGY

‘Each 2.5 g suppository contalns clindamycin phosphate equivalent to 100 mg clindamycin In a base
consisting of a mixture of glvcgrldes of saturated fatty aclds.

Systemic absorption of clindamycin was estimated following a once-a-day intravaginal dose of one ‘
cindamycin phosphate vaginal suppository (equivalent to 100 mg clindamycin) agministered to 11
healthy female volunteers for 3 days. Approximately 30% (range 6% to 70%) of the adminlistered dose

was absorbed systemically on day 3 of dosing based on area under the concentration-time curve (AUC).

Systemic absorption was estimated using a subtherapeutlc 100;mg Intravenous dose of clindamycin
phosphate as a comparator in the same volunteers. The mean AUC following day 3 of dosing with the
suppository was 3.2 ugehr/mL (range 0.42 to 11 pgehr/mL). The Cq,, Observed on day 3 of dosing with
the suppository averaged 0.27 pg/mL (range 0.03 to 0.67 pg/mL) and was observed about 5 hours after
dosing (range 1 to 10 hours). In contrast, the AUC and Cpy,,, after the single Intravenous dose averaged
11 ugehr/ml (range 5.1 to 26 pgehr/mL) and 3.7 pg/mL (range 2.4 to 5.0 pg/mL), respectively. The mean
annarant sfiminatinn half-life after dosing with the supposltorY was 11 hours (range 4 to 35 hours) and

Cleocin® Vaginal
Ovules

clindamycin phosphate
vaginat suppositories
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DIRECTIONS FOR USE

How do | use CLEOCIN
vaginal Ovules?

For vaginal use only. Do not
take by mouth.

Use one CLEOCIN Vaginal
Ovule dally, preferably at bed-
time, for 3 days In a row.

Read the full directions below
before using.

Insertion with the applica-
tor:

1. Remove the vaginal ovule
from its packaging. (See Figure
1) '

Figure 1
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The results from this study showed that systemic exposure to clindamycin (based on AUC) from the
supposiitory was, on average, three-fold fower than that from a single subtherapeutic 100 mg Intra-
venous'dose of _dindamvcln. In addition, the recommended dally and total doses of intravaginal clin-
Jamycin suppository are far lower than those typically administered in oral or parenteral clindamycin
therapy (100 mg of clindamycin per day for 3 days equivalent to about 30 mg absorbed per day from
the ovule relative to 600 to 2700 mg/day for up to 10 days or more, orally or q)arenterauy). The over-
all systemic exposure to clindamycin from Cleocin Vaginal Ovules Is substantially lower than the sys-
temic exposure from therapeutic doses of oral clindamycin hydrochloride (two-fold to 20-fold lower)
or parentgral clindamycin phosphate (40-fold to 50-fold lower).

MICROBIOLOGY
Clindamyein Inhibits bacterial protein synthesis at the level of the bacterial ribosome. The antiblotic

l;:ggosu%r’?f;'r:gtla% to t':w Sgstrlt'aosorggl subunit and affects the process of peptide chain Initiation.
amycin phosphate [s inactive In vitro, rapid in vivo hydrolysls converts thi
the ‘antibacterlally active clindamycin. yerew s compoundto

Culture and sensitivity testing of bacteria are not routinely performed to establish the dia

gnosls of

bacterlal vaginosis. (See INDICATIONS AND USAGE.) Standard methodology for the susceptibility testing
of the ?otentlal bacterial vaginosls pathogens, Gardnerella vaginalis, Mobiluncus Spp, or Mycoplasma
hominis, has not been defined. Nonetheless, clindamycin is an antimicrobial agent actlve In vitro against
c\agf‘t‘osst'?ms of the following organisms that have been reported to be assoclated with bacterial
Bacteroi&es Spp |
Gardnegella vaginalis
Mobiluncus Spp
Mycoplasma hominis
Peplost. eptococcus Spp

INDICATIONS AND USAGE
CLEOCIN Vaginal Ovules are in
women. There are no adequate an

NOTE: For purposes of this ndication, a clinical dlagnosis of bacterlal vaglinosls Is usually defined by the
presence of a homogeneous vaginal discharge that (a) has a pH of greater than 4.5, (b) émits a “fishy’
amine odor when mixed with a 10% KOH solution, and (c) contains clue cells on microscopic examina-
tion. Gram's stain resuits consistent with a dlagnosis of bacterial vaginosls include (2) markedly reduced
or absent Lactobacillus morphology, (b) predominance of Gardnerella morphctyee.
few white blood cells. :

Other pathogens commonly assoclated with vul
trachomatis, Neisseria gonorrhoeae, Candida albicans, and herp

CONTRAINDICATIONS
CLEOCIN Vaginal Ovules a

dicated for 3-day treatment of bacterlfal vaginosis In non-pregnant
d well-controlled studies o’f CLEOCIN Vaginal Ovules in pregnant

|
vovaginitis, eg, Trichomonas vaginalis, Chlamydia
es simplex virus, should be ruled out.

re contraindicated in Individuals with 3 history of hypersensitivity to clinda-

* mydn, lincomycin, or any of the components of this vaginal suppository. CLEOCIN Vaginal Ovules are

also contraindicated In Individuals with a hlstory of reglonal enteritis, ulcerative colitis, or a history of

santiblotic-associated’ colitis.
WARNINGS

pPseudomembranous colitls has been reported with nearly all antibacterial agents, Inclua:J |

ing clindamycin, and may range In severity from mild to life-threatening. Orally and par-
enterally administered clindamycin has been assoclated with severe colitls, which may end
fatally. Dlarrhea, bloody dlarrhea, and colitls (including pseudomembranous colitis) have been
reported with the use of orally and parenterally administered clindamycin, as well as with
toplcal (dermal) formulations of ciindamycin. Therefore, It Is Important to consider this dlag-
nosls in patients who present with diarrhea subsequent to the administration of CLEOCIN vag!-
nat Ovules, because approximately 30% of the clindamycin dosels systemically absorbed from
the vagina.

Treatment with antibacterial agents alters the normal flora of the colon and may permit overgrowth
of dostridia. Studies Indicate that a toxin produced by Clostridium difficile Is a primary cause of “antl-
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an inch and place the vaginal
ovule in the wider end of the
applicator barrel. {See Figure 2.)

Vaginal
Ovule

Applicator
Barrel -

Plunger

Flgure 2
3. Hold the applicator as shown
and gently insert the end of the
applicator Into the vagina as far
as it will go comfortably. This
can be done while lying on your
back with your knees bent (as
shown in Figure 3), or while
standing with your feet apart
and your knees bent.

Urinary

Opening

P

Cervix

Rdctum

' Figure 3
4. Whiie holding the barrel of
the applicator in place, push the
plunger in until It stops to
release the vaginal ovule.
Remove the applicator from the
vagina.
5 Clean the applicator after
each use. Pull the two pieces
apart and wash them with soap
and’'warm water. Rinse well and
dry. Put the two pieces back
together and store in a clean,
dry place.
6. Once Inside the vagina, the
ovule melts. Lie down as soon
as possible. This will keep leak-
age to a minimum. |
7. Repeat steps 1 through 6,
before bedtime, for the next 2
days.
tannetinn wiithat the annit-
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nosls In patients who present with dlarrhea subsequent to the administration of CLEOCIN vagl-
nal Ovules, because approximately 30% of the clindamycin dose Is systemically absorbed from
the vagina, .

Treatment with antibacterial agents alters the normal flora of the colon and may permit overgrowth
of clostridia. Studles indicate that a toxin produced by Clostridium difficile Is a primary cause of “antl-
biotic-assoclated” colitis. ’

Afteér the diagnosis of pseudomembranous colitls has been established, therapeutic measures should
be Initiated. Mild cases of pseudomembranous colitis usually respond to discontinuation of the drud
alone. In moderate to severe cases, consideration shouid be given to management with fluids and elec-
trolytes, protein supplementation, and treatment with an antibacterial drug clinically effective against
Clostridium difficile colitis. ‘ o

Onset of pseudometmibranous colitis symptoms may occur during or after antimicrobial treatment.

PRECAUTIONS . . ‘

General o i )

The use & CLEOCIN Vaginal Ovules may result in the overgrowth of nonsusceptible organisms In the
vagina. In clinical Studies using CLEOCIN Vaginal Ovules, treatment-related monlliasis was reported in
2.7% and vaginitis'in 3.6% of 589 nonpregnant women. Monillasis, as reported here, Includes the terms:

vaginal or nonvaginal monillasis and fungal infectlon. Vaginitis Includes the terms: vulvovaginal disorder,
vaginal discharge. and vaginitis/vaginal Infection. N

Information for the Patient . » o

The patient should be Instructed not to engage In vaginal Intercourse or use other vaginal products
(such as tampons or douches) during treatment with this product.
; The patient should aiso be advised that these suppositories use an oleaginous base that may
weaken latex or rubber products such as condoms or vaginal contraceptive dlaphragms.
Therefore, the use of such products within 72 hours following treatment with CLEOCIN Vagl-

nal Ovules Is not recommended.

Drug Interactions
Clindamycin has been shown to have neuromuscutar blocking properties that may enhance the action

of other neuromuscular blocking agents. Therefore, it Should be used with caution In patlents rfce|v~
ing such agents. :
carcinogenesls, Mutagenesls, Impalrment of Fertllity . |

Long-term studies In animals have not been performed with clindamycin to' evaluate carcinogenic
potential. Genotoxicity tests performed included a rat micronucleus test and an Ames test. Both tests
were negative. Fertility studies in rats treated orally with up to 300 mgskg/day (31 times the human
exposure based on mg/m?) revealed no effects on fertility or mating |ability.
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ovuie mentJ. Lie QUWN @S souUn
as possible, This will keep leak-
age to a minimum.

7. Repeat steps 1 through 6,
before bedtime, for the next 2
days.

insertion without the appli-
cator:
1. Remove the vaginal ovule

1.}

2. Holding the ovule with your
thumb and a finger, insert it
Into the vagina.

3. Using your finger, gently
push the ovule into the vagina
as far as it will comfortably go.

4. Once Inside the vagina, the
ovule melts. Lie down as soon
as possible. This will keep leak-
agetoa minimum.

5. ‘Repeat steps 1 through 4,
before bedtime, for the next 2
days.

STORAGE CONDITIONS:

Store at 25°C (77°F); excur-
slorg permitted to 15 - 30°C (59
- 86°F) {see USP Controlled
Room Temperaturel. Caution:
Avoid heat over 30°C {86°F).
Avoid high humidity. See end of
carton for the lot number and
expiration date.
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ACCITIONAL INFORMATION

from its packaging. (See Figure



- damycin up to 600 mgskg/day (62 an

Cleocin® Vaginal Ovules

brand of clindamycin phosphate vaginal suppositories

Pregnancy: Teratogenlc effects
Pregnancy Category 8
There are no adequate and well-controlled studies of CLEOCIN Vaginal Ovules in pregnant women.
CLEOCIN Vvaginal Cream, 2%, has been studled In pregnant women duririg the second trimester. In
women treated for 7 days, abnormal labor was reported more frequently in patients who recelved
CLEOCIN Vvaginal Cream compared to those receiving placebo (1.1% vs. 0.5% of patients, respectively).
Reproduction studles have been pe grmed In rats and mice using oral and parenteral doses of clin-
25 times, respectively, the maximum human dose based on
mg/m?) and have revealed no evidence of harm to the fetus due to dindamycin. Cleft palates were
observed in fetuses from one mouse strain treated intraperitoneally with clindamycin at 200 mg/kg/day
(about 10 times the recommended dose based on body surface area conversions). Since this effect was
not observed In other mouse strains or in other spedes, the effect may be strain spedfic.
CLEOCIN Vaglnal Ovules should be used Uurlng pregnancy only if the potentlal bénefit justifies the

potential risk to the fetus.
Nursing Mothers

Clindamycin has been detected Iin human milk after oral or parenteral administration. it Is not known
if clindamycin Is excreted In human milk following the use of vaginally administered clindamycin phos-
phate.

Because of the potential for serious adverse reactlons in nursing Infants from clindamycin phosphate,
a dedision should be made whether to discontinue nursing or to discontinue the drug, taking into

account the importance of the drug to the mother. 1

Pediatric Use ‘ |
The safety and efficacy of CLEOCIN Vaginal Ovules In the treatment of bacterial vaginosls in post-

menarchal females have been established on the extrapolation of dinical trial data from adult women.
When a post-menarchal adolescent presents to a health professional with bacterial vaginosis symp-
toms, a careful evaluation for sexually transmitted diseases and other risk factors for bacterial vagi-
nosls should be considered. The safety and efficacy of CLEOCIN Vaginal Ovules In pre-menarchal females

have not been establlshed

Gerlatric Use

Clinical s{judles of CLEOCIN Vaginal Ovules did not include sufficient numbers of subjects aged 65 and
over to determine whether they respond differently from younger subjects.

ADVERSE REACTIONS

Clinical Trials Jj
In dlinical trlals, 3 (0.5%) of 589 nonpregnant women who recelved treatment with CLEOCIN Vaginal

Ovules discontinued therapy due to drug-related adverse events. Adverse events Judged to have a
reasonable possibility of having been caused by clindamycin phosphate vaginal suppositories were
reported for 10.5% of patients. Events, reported by 1% or more of patients receiving CLEOCIN Vaginal
Ovules were as follows:

Urogenital system: Vulvovaginal disorder (3.4%), vaginal pain (1.9%), and vaginal moniliasls {1.5%).

Body as a whole: Fungal Infection (1.0%).



ADVERSE REACTIONS !
Clinical Trals ' . _

In clinical trials, 3 (0.5%) of 589 nonpreghant women who recelyed treatment with CLEOCIN Vaginal
Ovules discontinued therapy due to drug-related adverse evenr{ Adverse events judged to have a
reasonable possibility of having been caused by clindamycin phosphate vaginal suppositories were
reported for 10.5% of patients. Events reported by 1% or more of patients recelving CLEOCIN Vaginal
Ovules were as follows:

Urogenital system: Vulvovaginal disorder (3.4%), vaginal palrr (1.9%), and vaginal monillasis (1.5%).
Body as a whole: Fungal Infection (1.0%). | BE

Other events reported by <1% of patients included: o !

'U;oggniral system: Menstrual disorder, dysurla, pyelonephritis, vaginal discharge, and vaginitis/vaginal
nfection.

Body as a whole: Abdominal cramps, localized abdominal painy fever, flank pain, generalized pain,
headache, localized edema, and monillasls. '

Digestive system: Dlarrhea, nausea, and vomiting.
QSkin: Nonapplication-site pruritis, rash, application-site pain, and application-site pruritls.

Other clindamycin formulations: ,

The overall systemic exposure to clindamycin from CLEOCIN Vaginal Ovules Is substantlally lower than
the systemic exposure from therapeutic doses of oral clindamycin hydrochloride (two-fold to 20-fold
lower) or parenteral clindamycin phosphate (40-fold to 50-fold lower) (see CLUINICAL PHARMACOLOGY).
Although these lower levels of exposure are less likely to produce the common reactions seen with oral
or parenteral clindamycin, the possibliity of these and other reactions cannot be excluded.

The following adverse reactions and altered laboratory tests have been reported with the oral or par-
enteral use of clindamycin and may also occur following administration of CLEOCIN Vaginal Ovules:
Gastrointestinal: Abdominal pain, esophagitls, nausea, vomiting, and dlarrhea. (See WARNINGS.)
Hematopoietic: Transient neutropenia (leukopenla), eosinophiila, agranulocytosis, and thrombocy-
topenia have been reported. No direct etiologic relationship to concurrent cllndaqudn therapy could
be made In any of these reports. |
Hypersensitivity Reactions: Maculopapular rash and urticaria have been observed during drug therapy.
Generalized miid to moderate morbilliform-like skin rashes are the most frequently reported of all
adverse reactions. Rare Instances of erythema muitiforme, some resembling Stevens-Johnson syn-
drome, have been associated with clindamycin. A few cases of anaphylactold reactions have been
reported. If a hypersensitivity reactlon occurs, the drug should be discontinued.

Liver: Jaundice and abnormalities in liver function tests have been observed during clindamycin therapy.
Musculoskeletal: Rare Instances of polyarthritis have been reported.

Renal: Aithough no direct relationship of clindamycin to renal damage has been established, renal dys-
function as evidenced by azotemia, oliguria, and/or protelnuria has been observed in rare instances.

OVERDOSAGE h

CIN Vaginal Ovules could be absorbed in

aginally applied clindamycin phosphate contained in CLE
tient amo g GS and ADVERSE REACTIONS).

' sufficlent amounts to produce systemic effects (see WARNI
' DOSAGE AND ADMINISTRATION J )
The recommended dose Is one CLEOCIN Vaginal Ovule (contalning clindamycin phosphate equivalent

to 100 mg clindamycin per 2.5 g suppository) Intravaginally per day, preferably at bedtime, for 3 con-

isecutive days.

HOW SUPPLIED .
CLEOCIN Vaginal Ovules are supplied as follows:
Carton of three suppositories with one applicator ..................... NDC 0009-7667-01

. L] . - @, - . P
important Informatlon: Store at 25°C (77°F); excursions permitted to 15-30°C {59-86°F) Isee uUs
COr':trolled Room Temperaturel. Cautlon: Avold heat over 30°C (86°F). Avold high humidity. See end of

carton for the lot number and expiration date.
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Cleocin® 100 mg
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NDC 0009-7667-01

Cleocin®Vaginal Ovules

clindamycin phosphate vaginal suppositories

100 mg

equivalent to 100 mg clindamycin

For intravaginal Use Onty

3 Suppositories
with one applicator
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important information:

Isee USP Controlied Room Temperature).

817 572 OOOE
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I Each suppository contains:
I
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See package Insert for complete product information. . — ) T
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Store at 25°C (77°F); excursions permitted to 15 - 30°C (59 - 86°F) . B
Cautton: Avoid heat over 30°C (B6°F). Avoid high humidity

Active Ingredient: Clindamycin phosphate (eqQuivalent ¢ 100 mg clindamycin).
Inactive Ingredient: A mixture of glycerides of saturate= fatty acids (hard fat).
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